Interactions with
Nef connects immunologically important host surface proteins to clathrin-dependent and -independent sorting pathways to regulate traffi cking, degradation, and immune recognition AP-1, AP-2, AP-3, β-COP, vacuolar ATPase, PACS-SRC family kinase-PI3K complex Several kinases, including PAK2, LCK, ASK1 Roles in signal transduction, host cell activation, blocking apoptosis, stimulating viral replication Dynamin-2 Enhances virion infectivity MA, CA, NC, p6 synthesized as the p55 Gag polyprotein (Gag, group-specifi c antigen), which is cleaved by viral PR after particle assembly and during maturation to yield these four proteins and the p1 and p2 spacer peptides. PR, RT, and IN synthesized as a 160 kDa Gag-Pol polyprotein (Pol, polymerase), which is cleaved by PR to yield these three enzymes including the 51 kDa and 66 kDa subunits of the RT dimer (as well as Gag proteins). Synthesis of the 160 kDa envelope (Env) glycoprotein precursor is followed by removal of signal peptide in the ER, extensive posttranslational modifi cation and cleavage by a furin-like protease into SU and TM, which are further assembled into Env trimers. TRIM5α variants in the natural host species for different HIV and SIV strains are inactive against those "cognate" viruses. For example, human TRIM5α blocks infection by SIVagm from African green monkeys but not HIV-1; African green monkey TRIM5α blocks infection by HIV-1 but not SIVagm. APOBEC3G/F of the natural hosts of HIV and SIV strains are inhibited by the Vifs of those viruses to preserve viral infectivity. For example, human APOBEC3G is inhibited by HIV-1 Vif but not by SIVagm Vif. Most Nefs of SIVs and HIV-2 downregulate TCR-CD3, which correlates with reduced viral pathogenicity in natural hosts; HIV-1 Nef does not downregulate human TCR-CD3.
